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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election of Group I, claims 1-14, filed December 1, 2008 is 
acknowledged and has been entered. Because applicant did not distinctly and 
specifically point out the supposed errors in the restriction requirement, the election has 
been treated as an election without traverse (MPEP § 818.03(a)). Claims 15-25 are 
withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as being drawn to a 
nonelected invention, there being no allowable generic or linking claim. Accordingly, 
claims 1-25 are pending. Claims 1-14 are under examination. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claims 1-14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 is vague and indefinite in reciting, "complement C4d associated with 
platelets" in all occurrences because it is unclear what is encompassed in the recitation 
of "associated with." Specifically, the term "associated" is a subjective term that lacks a 
comparative basis for defining its metes and bounds. Does it mean related, bound, or 
within close proximity of? 
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The term "greater quantities" in claim 1 is a relative term which renders the claim 
indefinite. The term "greater" is not defined by the claim, the specification does not 
provide a standard for ascertaining the requisite degree, and one of ordinary skill in the 
art would not be reasonably apprised of the scope of the invention. 

Claim 2 is vague and indefinite in reciting, "C42b associated with platelets" 
because it is unclear what is encompassed in the recitation of "associated with." 
Specifically, the term "associated" is a subjective term that lacks a comparative basis for 
defining its metes and bounds. Does it mean related, bound, or within close proximity 
of? 

Claim 9 is vague and indefinite in reciting, "complement C4d associated with 
platelets" in all occurrences because it is unclear what is encompassed in the recitation 
of "associated with." Specifically, the term "associated" is a subjective term that lacks a 
comparative basis for defining its metes and bounds. Does it mean related, bound, or 
within close proximity of? 

The term "greater quantities" in claim 9 is a relative term which renders the claim 
indefinite. The term "greater" is not defined by the claim, the specification does not 
provide a standard for ascertaining the requisite degree, and one of ordinary skill in the 
art would not be reasonably apprised of the scope of the invention. 

Claim 10 is vague and indefinite in reciting, "complement C4d associated with 
platelets" in all occurrences because it is unclear what is encompassed in the recitation 
of "associated with." Specifically, the term "associated" is a subjective term that lacks a 
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comparative basis for defining its metes and bounds. Does it mean related, bound, or 
within close proximity of? 

The term "greater quantities" in claim 10 is a relative term which renders the 
claim indefinite. The term "greater" is not defined by the claim, the specification does 
not provide a standard for ascertaining the requisite degree, and one of ordinary skill in 
the art would not be reasonably apprised of the scope of the invention. 

Claim 11 is vague and indefinite in reciting, "complement C4d associated with 
platelets" because it is unclear what is encompassed in the recitation of "associated 
with." Specifically, the term "associated" is a subjective term that lacks a comparative 
basis for defining its metes and bounds. Does it mean related, bound, or within close 
proximity of? 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 
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Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

3. Claims 1 , 3-5, and 9-1 2 are rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 11-18 and 21 of U. S. Patent 
No. 7,390,631 . Although the conflicting claims are not identical, they are not patentably 
distinct from each other because both inventions recite a method of diagnosing or 
monitoring systemic lupus erythematosus (SLE) using C4d as a marker that is 
associated with blood cells of a whole blood sample. 

U. S. Patent No. 7,390,631 differs from the instant invention in failing to teach 
that the blood cells are platelets. 

However, it would have been obvious to one of ordinary skill in the art at the time 
of the instant invention to extend the method for diagnosing SLE using the same marker 
used by U. S. Patent No. 7,390,631 , that is associated with other variations of blood 
cells present in a patient's vasculature such as platelets as taught in the instant 
invention because platelets constitute obvious variations of cell types present in 
peripheral blood and it is known that soluble C4d is present in plasma of SLE patients, 
and has been proven to deposit on cells that express receptors to the C4d such as 
erythrocytes, and with the knowledge that such receptors are also present in other 
blood cell populations such as platelets, it would have been obvious to incorporate 
testing of such cells for the method of diagnosing SLE in the same way as was done 
with RBCs. One of ordinary skill in the art at the time of the instant invention would 
have reasonable expectation of success in using the same labeled anti-C4d antibodies 
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used to detect C4d components in RBCs taught in U. S. Patent No. 7,390,631 for 
application with platelet cells in the instant invention. 

4. Claims 1 , 3-5, and 9-1 2 are rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1-12 of U. S. Patent No. 
7,361 ,517. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because both inventions recite a method of diagnosing or 
monitoring systemic lupus erythematosus (SLE) using C4d as a marker that is 
deposited in blood cells of a whole blood sample. 

U. S. Patent No. 7,361 ,517 differs from the instant invention in failing to teach 
that the blood cells are platelets. 

However, it would have been obvious to one of ordinary skill in the art at the time 
of the instant invention to extend the method for diagnosing SLE using the same marker 
used by U. S. Patent No. 7,361 ,517, that is associated with other variations of blood 
cells present in a patient's vasculature such as platelets as taught in the instant 
invention because platelets constitute obvious variations of cell types present in 
peripheral blood and it is known that soluble C4d is present in plasma of SLE patients, 
and has been proven to deposit on cells that express receptors to the C4d such as 
erythrocytes, and with the knowledge that such receptors are also present in other 
blood cell populations such as platelets, it would have been obvious to incorporate 
testing of such cells for the method of diagnosing SLE in the same way as was done 
with RBCs. One of ordinary skill in the art at the time of the instant invention would 
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have reasonable expectation of success in using the same labeled anti-C4d antibodies 
used to detect C4d components in RBCs taught in U. S. Patent No. 7,361 ,517 for 
application with platelet cells in the instant invention. 

5. Claims 1 , 3-5, and 9-1 2 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 3, 8, 9, 15, 18- 
20, 24, and 26 of copending Application No. 10/866,509. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because both 
inventions recite a method of diagnosing or monitoring inflammatory disease using C4d 
as a marker that is deposited in blood cells of a whole blood sample. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Application No. 10/866,509 differs from the instant invention in failing to teach 
that the blood cells are platelets. 

However, it would have been obvious to one of ordinary skill in the art at the time 
of the instant invention to extend the method for diagnosing SLE using the same marker 
used by Application No. 10/866,509, that is associated with other variations of blood 
cells present in a patient's vasculature such as platelets as taught in the instant 
invention because platelets constitute obvious variations of cell types present in 
peripheral blood and it is known that soluble C4d is present in plasma of SLE patients, 
and has been proven to deposit on cells that express receptors to the C4d such as 
erythrocytes, and with the knowledge that such receptors are also present in other 
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blood cell populations such as platelets, it would have been obvious to incorporate 
testing of such cells for the method of diagnosing SLE in the same way as was done 
with RBCs. One of ordinary skill in the art at the time of the instant invention would 
have reasonable expectation of success in using the same labeled anti-C4d antibodies 
used to detect C4d components in RBCs taught in Application No. 10/866,509 for 
application with platelet cells in the instant invention. 

6. Claims 1 , 3-5, and 9-1 2 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 4, 6-8, 10-13, 
18, and 19 of copending Application No. 10/545,052. Although the conflicting claims 
are not identical, they are not patentably distinct from each other because both 
inventions recite a method of diagnosing or monitoring inflammatory disease using C4d 
as a marker that is deposited in blood cells of a whole blood sample. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Application No. 10/545,052 differs from the instant invention in failing to teach 
that the blood cells are platelets. 

However, it would have been obvious to one of ordinary skill in the art at the time 
of the instant invention to extend the method for diagnosing SLE using the same marker 
used by Application No. 10/545,052, that is associated with other variations of blood 
cells present in a patient's vasculature such as platelets as taught in the instant 
invention because platelets constitute obvious variations of cell types present in 
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peripheral blood and it is known that soluble C4d is present in plasma of SLE patients, 
and has been proven to deposit on cells that express receptors to the C4d such as 
erythrocytes, and with the knowledge that such receptors are also present in other 
blood cell populations such as platelets, it would have been obvious to incorporate 
testing of such cells for the method of diagnosing SLE in the same way as was done 
with RBCs. One of ordinary skill in the art at the time of the instant invention would 
have reasonable expectation of success in using the same labeled anti-C4d antibodies 
used to detect C4d components in RBCs taught in Application No. 10/545,052 for 
application with platelet cells in the instant invention. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



7. Claims 1 , 3-5, and 9-1 2 are rejected under 35 U.S.C. 1 02(e) as being anticipated 



by Ahearn et al. (7,390,631). 
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Ahearn et al. disclose methods of diagnosing systemic lupus erythematosus 
(SLE) using C4d as markers that are present in plasma portion and then deposited into 
erythrocytes of peripheral blood samples from patients having SLE (Abstract). 
According to Ahearn et al., activation of classical pathway components that accompany 
inflammatory disease activity can lead to deposition of C4d from plasma into 
erythrocytes present in the blood sample (Abstract and col. 4, lines 46-61). In practice, 
Ahearn et al. specifically teach contacting the patient's whole blood sample to labeled 
polyclonal or monoclonal antibodies that specifically bind to C4d (anti-C4d antibody) 
present in the blood sample; hence, associated to platelets. The anti-C4d antibody 
would bind to C4d present in the blood sample that is deposited on erythrocytes (col. 6, 
lines 54-67). The C4d result in the patient is compared to the level of the C4d on the 
surface of erythrocytes in a normal control sample, whereupon a significant increase in 
the level of the C4d in erythrocytes of the patient sample in comparison to normal 
control (no SLE) provides indication of the presence of SLE in the patient (col. 7, line 60 
to col. 8, line 10 and lines 36-52). See also Example 2. 

Ahearn et al. also disclose a kit for diagnosing SLE using antibodies specific for 
complement pathway components. Ahearn et al. specifically teach that the kit includes 
fluorescent labeled anti-C4d antibodies (col. 7, lines 21-34 and 52-60). 

In as far as the recitation of "quantitation of complement C4d associated with 
platelets", "comparing the quantity of complement C4d associated with platelets" and 
"greater quantities of C4d associated with platelets," Ahearn et al. specifically provided 
in column 2, lines 17-19 that all of red blood cells, platelets, and white blood cells can 
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be targeted in SLE. It is therefore reasonable within the context of the broadly 
interpreted claim to interpret "associated" to encompass any and all complement 
pathway component C4d that is present in the whole blood sample including those that 
are present in plasma and those that deposited into erythrocytes, because the plasma 
portion having C4d and the C4d that deposited into erythrocytes are within close 
association or proximity with platelets present in whole blood sample of SLE patients. It 
is proper for purposes of this anticipation rejection to interpret "associated with platelets" 
as within close association or proximity with platelets present in whole blood sample 
because unpatented claims are given the broadest interpretation consistent with the 
specification. 

8. Claims 1,3,9, and 1 0 are rejected under 35 U.S.C. 1 02(b) as being anticipated 
by Buyon et al. (Assessment of Disease Activity and Impending Flare in Patients with 
Systemic Lupus Erythematosus, Arthritis and Rheumatism, Vol. 35, No. 9 (September 
1992)). 

Buyon et al. teach a method of identifying systemic lupus erythematosus (SLE) 
using C4d as markers that are present in plasma portion of peripheral blood samples 
from patients having SLE (Abstract). Buyon et al. specifically teach that analysis of SLE 
disease course reveal that elevated C4d has the most sensitivity with regards to 
disease flare (p. 1028, col. 2). In practice, Buyon et al. specifically teach contacting the 
plasma portion of the patient's whole blood sample to labeled monoclonal antibodies 
that specifically bind to C4d (anti-C4d antibody) present in the blood sample; hence 
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associated with platelet cells (p. 1029, col. 2, 2 nd and 3 rd full par.). The result is 
compared to the level of the C4d in a normal control sample, whereupon a significant 
increase in the level of the C4d in the plasma of the patient sample in comparison to 
normal control (no or inactive SLE) provides indication of the presence of SLE in the 
patient. 

In as far as the recitation of "quantitation of complement C4d associated with 
platelets", "comparing the quantity of complement C4d associated with platelets" and 
"greater quantities of C4d associated with platelets," it is therefore reasonable within the 
context of the broadly interpreted claim to interpret "associated" to encompass any and 
all complement pathway component C4d that is present in the whole blood sample 
including those that are present in plasma, because the plasma portion having C4d are 
within close association or proximity with platelets present in whole blood sample of 
SLE patients. It is proper for purposes of this anticipation rejection to interpret 
"associated with platelets" as within close association or proximity with platelets present 
in whole blood sample because unpatented claims are given the broadest interpretation 
consistent with the specification. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

9. Claims 4 and 5 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Buyon et al. (Arthritis and Rheumatism, Vol. 35, No. 9 (September 1992)) in view of 
Freysdottir et al. (A flow cytometric assay for measuring complement receptor 1 (CR1 ) 
and complement component C4d on erythrocytes, Journal of Immunological Methods 
142:45-52 (1991)). 

Buyon et al. is discussed supra. Buyon et al. differ from the instant invention in 
failing to teach that the anti-C4d antibody is labeled with a fluorescence moiety for 
quantitation by flow cytometric analysis. 

Freysdottir et al. teach a flow cytometric quantitative assay method of 
determining amount of complement component (fragment) C4d deposited on surfaces 
of red blood cells or RBCs (erythrocytes) in a sample (Abstract). Freysdottir et al. 
specifically teach determining amounts of C4d deposited on surface of RBCs, and 
comparing the results to normal healthy individual assay results (p. 46, col. 1, 1 st full 
par. to col. 2, 3 rd full par.; and p. 49, 2 nd full par). The sample is contacted with labeled 
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anti-C4d MAb to bind C4d that deposited on RBCs. Erythrocyte concentration C4d is 
measured flow cytometrically (p. 46, col. 1, 1 st full par. bridging to p. 47 col. 1, 1 st par. 
and Fig. 1). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to substitute the enzyme label of Buyon with fluorescent label as taught 
by Freysdottir in order to immunologically assay for the amount of C4d using flow 
cytometry because Freysdottir taught application of fluorescent labeled antibodies for 
binding and flow cytometric detection of complement pathway components. One of 
ordinary skill in the art at the time of the instant invention would have been motivated to 
incorporate flow cytometric analysis of C4d as taught by Freysdottir into the diagnostic 
method of assessing SLE using C4d as taught by Buyon because Freysdottir showed 
that flow cytometric analysis of complement pathway components such as C4d and 
CR1 provides increased accuracy and discrimination between different related 
components. 

10. Claims 2, 6-8, 13, and 14 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ahearn et al. (7,390,631) or Buyon et al. (Arthritis and Rheumatism, 
Vol. 35, No. 9 (September 1992)) in view of Freysdottir et al. (Journal of Immunological 
Methods 142: 45-52 (1991)) as applied to claims 1, 3-5, and 9-12 above, in further view 
of Kuhne et al. (Flow Cytometric Evaluation of Platelet Activation in Blood Collected 
Into EDTA vs. Diatube-H, American Journal of Hematology 50: 40-45 (1995)). 
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Ahearn et al. or Buyon et al. and Freysdottir et al. are discussed supra. Note that 
Ahearn et al. also disclose a kit for diagnosing SLE using antibodies specific for 
complement pathway components. Ahearn et al. specifically teach that the kit includes 
fluorescent labeled anti-C4d antibodies (col. 7, lines 21-34 and 52-60). 

Ahearn et al. or Buyon et al. and Freysdottir et al. differ from the instant invention 
in failing to teach quantitating CD42b associated with platelet obtained from an 
individual. 

Kuhne et al. teach flow cytometrically measuring the amount of platelet cell 
surface antigen in whole blood samples (Abstract). In practice, Kuhne et al. collected 
whole blood samples into Diatube-H vacutainer tubes and then contacted the sample 
with fluorochrome-labeled monoclonal antibodies which are specific for binding with 
platelet cell surface antigens such as CD42b (Gplb). Binding of fluorescent labeled 
anti-CD42b antibody with CD42b expressed on platelets was detected and measured 
using flow cytometry (p. 41 , cols. 1 and 2). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to further flow cytometrically detect CD42b that is present in platelets 
of whole blood samples as taught by Kuhne into the method of diagnostic methods of 
identifying SLE as taught by Ahearn or Buyon as modified by Freysdottir because both 
of Freysdottir and Kuhne specifically taught application of flow cytometric analysis to 
detect both soluble antigen or cell surface antigen present in whole blood, both 
references of which suggest advantage of flow cytometric analysis in achieving 
increased level of accuracy and discrimination of different related antigenic 
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components, as such differential multivariant analysis is indeed, the power of flow 
cytometry. 

11. No claims are allowed. 

Remarks 

12. Prior art made of record are not relied upon but considered pertinent to the 
applicants' disclosure: 

Sirois et al. (An Enzyme-Linked Immunosorbent Assay for the Detection of 
Complement Components on Red Blood Cells, Am. Journ. Clin. Path. 82 (1): 67-73 
(July 1984)) teaches detection of complement pathway component C3d deposited on 
red blood cells which provides diagnosis of inflammatory disease including SLE (Table 
4). 

Senaldi, G., et al. (Correlation of the activation of the fourth component of 
complement (C4) with disease activity in systemic lupus erythematosus, Ann. Rheum. 
Dis., 1988, Vol. 47: 913-917) teaches that there is a strong correlation between C4d and 
C3d in plasma of SLE patients (Abstract and p. 914, cols. 1 and 2). 

1 3. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GAIL R. GABEL whose telephone number is (571)272- 
0820. The examiner can normally be reached on Monday to Thursday, 5:30 AM to 4:00 
PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark L. Shibuya can be reached on (571) 272-0806. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
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